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Phase 2 CAPTIVATE: First-line ibrutinib + venetoclax

CAPTIVATE is an international, multicenter phase 2 study evaluating 3 cycles of ibrutinib followed by 12 cycles of
combined ibrutinib + venetoclax that comprises two cohorts: MRD and fixed-duration (FD)
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Ghia et al., J Clin Oncol 2021;39(suppl15):abstract 7501;
Allan et al., EHA 2021; S147; Wierda et al., iwCLL 2021; abstract 1084132



Results from the MRD cohort of CAPTIVATE

3-year PFS rates were 295% across all randomized arms
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Ghia et al., ASH 2021; abstract 68



Results from the MRD cohort of CAPTIVATE

CR rates with 24 months of post-randomization follow-up
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Primary analysis of the FD cohort of CAPTIVATE
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Estimated 24-month PFS rates were 93% (95% CI, 85-97)

for patients with unmutated IGHV and 97% (95% CI, 88—99)

for patients with mutated IGHV

Ghia et al., J Clin Oncol 2021;39(suppl15):abstract 7501;




Phase 3 GLOW study: First-line ibrutinib + venetoclax

Eligibility criteria

* Previously untreated CLL
N =211
* > 65 years of age or < 65

years with CIRS > 6 or

CrCL < 70 mL/min

Stratified by IGHV
mutational status and

* No del(17p) or known
TP53 mutation presence of del(11q)

* ECOG PS 0-2

* Primary endpoint: PFS

Ibrutinib 420 mg daily for 3-cycle lead-in
followed by
Ibrutinib + Venetoclax for 12 cycles

(venetoclax ramp-up 20-400 mg over 5 weeks
beginning C4)

Chlorambucil
0.5 mg/kg on D1 and D15 for 6 cycles

+

Obinutuzumab
1000 mg on D1-2, D8, D-15 of C1, and D1 of C2-6

Pts with IRC-
confirmed PD and
active disease
requiring treatment

are eligible to
receive subsequent
therapy with single-
-_'//-_" agent ibrutinib

« Key secondary endpoints: undetectable MRD in BM, CR rate, ORR, OS, safety

Kater et al., EHA 2021; LB1902 (oral presentation)



GLOW outcomes uMRD rate <104 was significantly higher in both

compartments with Ibr+Ven

MRD at EOT+3
Bone Marrow Peripheral Blood
Superior PFS with I1+V vs Clb+0O was maintained mop IR e oL v i
= u = 90 4
with a median 34.1 months of follow-up S| p <0.0001 p=0.0259
o
T 70 1 f : \ f . \
100 2 60 - ‘
90 g so \/
Ibr+Ven § 40 -
— 80 ~ 30 4
- €
= o 20 -
© 70 .%
= & 10 o
é 60 0 -
& 50
w
5 a0-
2 Fedi uMRD rate <10~ was higher with ibr+Ven vs Clb+O in
§ s both compartments
s 204
10— End of CIb+O  End of Ibr+Ven MRD at EOT+3
Bone Marrow Peripheral Blood
0— HR 0.212 (95% Cl, 0.129-0.349), p < 0.0001 i Ibr+Ven Clb+0 Ibr+Ven Clb+0
| | [ [ I I I 1 (N =105} {n=105) {n=108) (N=105) B MRD210%to< 10
0 3 6 9 12 15 18 21 24 27 30 33 36 i e
x -
Months From Date of Randomization & 70 4
Patients at risk 5 1
S 60 519
Ibr+Ven 106 98 98 94 92 91 8 87 8 84 71 42 1 £ 50+
CbtO 105 104 101 96 94 64 55 S1 43 37 30 13 3 z 40 1
£ 30 -
B 20 4
10 1
04

Munir et al., ASH 2021; abstract 70



Phase 3 GAIA (CLL13) trial

Chemoimmunotherapy (FCR/BR) vs venetoclax + rituximab (RVe) vs venetoclax
+ obinutuzumab (GVe) vs venetoclax + ibrutinib + obinutuzumab (GiIVe)
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Eichhorst et al., ASH 2021; abstract 71; ClinicalTrials.gov Identifier: NCT02950051



Phase 3 GAIA (CLL13) trial
FCR/BR vs RVe vs Gve vs GlIVe

Coprimary endpoint: uMRD (< 10%) at Mo15 in PB by 4-colour-flow MRD at Mo15 in PB in comparison to BM at final restaging
GlVe vs CIT: 92.2% versus 52.0%: p < 0.0001
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